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(57) Pecf>epaT: 

M3o6peTeHne othocmtch k MeflMi4MHe n MO)KeT 
6biTb kicnorib30BaHO npM BbifleneHnn ropMOHanw-ibix 
Beu^ecTB c 6nonornHecKOM aKTHBHOcrbto b 
MMMyHOJioriiMecKnx npoi_\eccax, b MacTHOCTii npn 
nojiyneHMM MMMyHOcrnMynaTOpa «Tmmo3mh T». 
Cnoco6 3aKntOMaeTC5i b tom, mto BunoMKOByto >Kene3y 
Tto/ieHJi 1-2 MecflHHoro B03pacTa, roMoreHM3npytOT b 
AMCTMjuiMpOBaHHOM BOfle b TeMeHwe 5-6 mmh npM 8000 
o6/mmh roMoreHM3aTOpa, o6pa6aTbiBaK)T 

cepHOKucjibiM aMMOHnewi M3 pacneTa 1:3-3,5 no 
o6"beMy j\o 50% HacbuneHnsi, noAKHcrmiOT 
cynepHaTaHT nponyocaHi/ieM ymeKucrioro ra3a, 
pacTBOpflK)T ocaAOK nocne noAKHcneHi/m v\ 
L^eHTpMC^yrupOBaHMfl b flucTunnnpOBaHHOM BOfle flo 
Hacbiu^eHHoro cocto^hm^ pacTBOpa, nponycKatOT 
nepe3 xpoMaTorpacpMHecKyto KonoHKy c cecpafleKcoM 
G-50, ypaBHOBeiueHHyio flMCTunnnpOBaHHOM boaom. 
npn 3tom Bee onepai^MM LieHTpi/icpyn/ipOBaHi/m seflyT b 
TeMeHwe He 6onee 15 mmh npn 3000 o6/mmh. 
H3o6peTeHne o6ecneHMBaeT noBbiiueHMe Bbixo^a 
MMMyHOCTMMyn5iTOpa c bwcokom 6nonornMecKOM 
axTMBHOcrbK), pacwupeHkie ccpepbi ero npkiMeHeHkm 



ynpomeHne npoi^ecca. 1 3.n. cfwibi., 5 mji., 3 Ta6xi. 




to 
ro 

CO 

oi 

CO 

O 



1-hiik n I1KK 

<Dm\ 1 



CTpaHMi^a: 1 



RUSSIAN FEDERATION 



(19) 



(11) 



o 

CO 
CO 

a> 
m 
o> 

CM 
CM 




RU 

(51) Int. CI. 

A61K 35/26 (2006.01) 

A61P 37/04 (2006.01) 



*<13) 



C1 



FEDERAL SERVICE 
FOR INTELLECTUAL PROPERTY, 
PATENTS AND TRADEMARKS 

< 12 > ABSTRACT OF INVENTION 



(21), (22) Application: 2005132190/15, 18.10.2005 

(24) Effective date for property rights: 18.10.2005 

(45) Date of publication: 27.03.2007 Bull. 9 

Mail address: 

129323, Moskva, Lazorevyj pr-d, 4-59, T.G. 
Gajvoronskoj 



(72) Inventor(s): 

Isaev Vjacheslav Artashesovich (RU), 
Khljustov Vladimir Nikolaevich (RU) 

(73) Proprietor(s): 

Zakrytoe Aktsionernoe Obshchestvo Nauchno- 
proizvodstvennoe predprijatie "Trinita" (RU) 



(54) METHOD FOR PRODUCING IMMUNOSTIMULATOR 

(57) Abstract: 

FIELD: medical engineering. 

SUBSTANCE: method involves homogenizing 1-2 
months old seal thymus in distilled water within 
5-6 mines at 8000 rpm, treating it with ammonium 
sulfate in 1:3-3.5 proportions by volume to reach 
saturation of 50%. The supernatant is acidified 
by bubbling carbonic gas. The deposit is 
dissolved after acidifying and centrifuging it in 
distilled water to reach saturated solution 
condition, forced through chromatographic column 
with Sephadex G-50 counterbalanced with distilled 
water. Centrifuging operations last not longer 
than 15 min, at 3000 rpm. 

EFFECT: increased immunostimulator 
high biological activity; wide 
functional applications; simplified process. 

2 cl, 5 dwg, 3 tbl 
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M3o6peTeHne othocmtca k MeflMi^MHe m Mo>KeT 6biTb ncnonb30BaHo npn BbifleneHMM 
ropMOHanbHbix BemecTB c 6nonornHecKoii aKTMBHocTbio b m MMyHonon/NecKMx npoijeccax, b 
HacTHOCTM npw nonyneHMM m m My hoctm MynflTopa «Tmmo3mh T». 

npenapaTbi, KOTopbie Moryr 6biTb ncnorib30BaHbi arm ctm MynMpoBaHi/in MMMyHHoro OTBeTa, 
HanpwMep, y wmbothux npoayi4eHTOB, cejibCKoxo3flMCTBeHHbix >kmboth bix m nenoBeKa, arm 

npOM3BOflCTBa MMMyHHblX CblBOpOTOK, MOryT 6blTb nOJiyMeHbl, B HaCTHOCTM: 

- 1/13 opraHOB m TKaHew Kpyrmoro poraToro CKOTa [naT. PO 2089204, A 61 K 35/48, 
ony6n. 1997.09.10.] 

- M3 MonoKi/i nococeBbix pbi6 [naTeHT PO NQ2091073, A 61 K 35/60, ony6n. 1997.09.27], 

- M3 HepBHOM TKaHM MopcKMX rnflpo6noHTOB [naTeHT P0 N°2222337, A 61 K 35/60, 
2004.01.27]. 

B KanecTBe cbipbfl ncnonb3yK)T o6g3>km peH Hy k) m flennrMeHTnpoBaHHyK) 6noMaccy Spirulina 
platensis [naT. PO 2125464, A 61 K 35/80, 1999.01.27], raHrnnn KanbMapa [naTeHT P<t> 
2091072, A 61 K 35/50, 1997.09.27], m fla>Ke MMHflanuHbi nenoBeKa [naT. P& N°1 522485, A 61 
K 35/30, 1994.11.15]. 

M3BecTeH cnoco6 BbifleneHMfl m MMyHocTi/i MynflTopa - «TnM03MHa», cornacHo KOTopoMy 
CBe>KMM Ti/iMyc KpynHoro poraToro CKOTa, B3flTbiii co nbfla, roMoreHM3npyK)T b c|DM3pacTBope, a 
3aTeM i4GHTpMc|Dyri/i pyioT. HaflocaAOHHyio >KMflKocTb coSnpaiOT m HarpeBaiOT ao 80°C n nocne 
yAaneHMfl ocaflKa ct>nnbTpyK)T nepe3 MenKOflHeiiHbie ct>mibTpbi (0,45 jn), nocne o6pa6oTKM 
ai-ieTOHOM, cjDmibTpoBaHum k noBTopHoro oca>KfleHMq npui noMou^n (NH 4 ) 2 S0 4 npw pH 4,0, 
nponycKaiOT Mepe3 xpoMaTorpacjMMecKyio KonoHKy m nonyMaiOT MMCTbiw tmmo3mh (5-a cftpaKLiMfl) 
[Golstein A., Guna A., Zatz M., Hardi M., White A., "Purification and biological 
activity of the timus gland", Proc. Natl. Acad. USA, 69, 1800, 1972]. 

AHaxiorMMHo oni/icai-moMy BbiLue BbifleraiOT MMMyHocTMMyjiaTop M3 TMMyca TenaT nnui 
Monofli-mKa poraToro ckots, r^e nocne ommctkm cwpbfl ero 3a Mopa>Ki/i BaiOT m M3MeribMeHHoe 
cbipbe 3kct pa rui py k>t 5-6 o6"beMaMM 3%-Horo pacTBopa yKcycHOM KucnoTbi, coAepwamero 
xnopwcTbiM l^mhk npM cooTHOLueHMM xnopMCToro qMHKa i/i yKcycHOM Ki/icnoTbi 1:1000 b TeneHwe 
48-72 m, 3aTeM OTAermioT HaflocaflOMHyio >KMflKocTb m BbiAenaioT LieneBOM npo^yKT oca>i<AeHMeM 
nqTbio o6"beMaMM ai^eTOHa npu t=(-3)-(-5)°C. nonyMeHHbiw ocaflOK sKCTparwpyioT boaom npn pH 
6-7 i/i KOMHaTHoui TeMnepaType b TeneHMe 1-3 m. [naTeHT P<t> 1 112606, kti. A 61 K 38/22, 
ony6n. 1996.08.20]. 

K HeqocTaTKaM cnoco6oB cneflyeT oTHecTM to, mto ohm He no3BOJ"miOT nonyMMTb 
MaKCMMaribHoe KonumecTBo i^eneBoro npoflyicra, o6naflaiOLi^ero flocTaTOMHow 6MonornMecKOM 

aKTMBHOCTbK). 

CornacHo cnoco6y, oni/icaHHOMy b naTeHTe CCCP NQ1442064, m m My hoctm MynfiTop nonynaiOT 
M3 Tuiwyca TeneHKa, kotopwm M3MenbMaK)T ao KaLUMi^bi, k Hen Ao6aBj-mioT ani/iporeHHHyio 
6i/ifli/icTi/inni/ipoBaHHyio BOfly m b npoTOMHOM HarpeBaTene oca>KflaK)T BbicoKOMoneKynnpHbie 
cocTaBHbie MacTM 10 mmh npu 80°C. 3aTeM Kaiui/iL^y oxna>KflaK)T m LieHTpMcftyrMpyioT. K 
HaflocaflKy flo6aBnfiioT flnq HenpepbiBHow ynbTpac(DMnbTpaL^MM anMporeHHyio BOfly. 
YnbTpactDMribTpaT noflBepraiOT aneKTpoAuianui3y 2 m npu 30°C, Hanpq>KeHnn 12 B, MaKCMManbHOM 
cure TOKa 40 A. Bbixofl OKCTpaicra cocTaBn^eT 1,6-1,54% [naTeHT CCCP Ne1 442064, kt. A 61 
K 38/22, ony6n. 1988.11.30]. 

OflHaKo nonyneHHbiM tskhm o6pa30M MMMyHOMOflynjrrop He no3BonyieT nonyHMTb Beu^ecTBo, 

B KOTOpOM noqctDpaKI^MM C MMMyHOCTMMyjIMpyiOLl^MM I/I MHn/l6l/lpytOLLll/IM fleMCTBMeM 6blJ1M 6bl 

BbifleneHbi pa3AenbHo, m, kbk noKa3arn npoBe^qeHHbie aBTopaMi/i MccjieflOBaHMq, b ero cocTaBe 
coflep>KaTCfi KOMnoHeHTbi, npoyiBnyiK)L4Me KaK m m My hoctm MynM pyiomi/ie, TaK m MHrii6MpyK)LHMe 

CBOMCTBa. 

B cnoco6e nonyneHi/m i/i m My hoctm Myn ato pob , b3^itom Ha mm 3a npoTOTMn, b KanecTBe cbipbe, 
Mcnonb3yiOT BMnoHKOByio >Kene3y TioneH^ 10-15 flHeBHoro B03pacTa, M3 kotopom 
noflroTaBnMBaiOT KneTOHHyio Maccy nyTeM roMoreHM3ai^MM ee b c|3M3pacTBope m o6pa6oTKM b 
roMoreHM3aTope c nocneflyiOLneM noxiHOM fle3MHTerpai_iMeM ocTaB id Mxcn KneTOK yjibTpa3ByKOM, 
M3 nonyneHHoro MaTepMana flanee Bbiflen^iOT nonMnenTMflbi nyTeM nocneflOBaTeribHbix 
onepai^MM i^eHTpMcjDyrM poBaHM^i, yAaneHMq ocaflKa, HarpeBa HaAocaflOHHOM >kmakoctm 
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AO +80°C, oxna>KAeHi/m flo KOMHaTHOM TeMnepaTypbi c nocneAyroLi^MM L^eHTpMcjDyrM poBamieM, 
Bbiflep>KKM nonyMeHHoro cynepHaTaHTa npw MMHycoBow TeMnepaType, CMewMBaHwq ero b 
cooTHOLueHMM 1:5 c oxra>KfleHHbiM flo MMHycoBOM TeMnepaTypbi ai^eTOHOM c nocneqyioLni/iM 
i_ieHTpnc|DyrMpoBaHMeM m OTfleneHMeM ocaflKa, pacTBopeHum ocaflKa npw cooTHOLueHMM 1:9-1:10 
b 10 mM pacTBope ct)occt)opHOKMcnoro HaTpMfl npn pH 7,0-7,2, CMewMBaHi/ia b cooTHOLueHMM 4:1 
c Hacbi ujeHH bi m pacTBopoM cepHOKMcnoro aMMOHMfl c nocneayioLiji/iM LieHTpMcJjyrM poBaHMeM, 
noflKMcneHMfl nojiyneHHoro cynepHaHTa 10% pacTBopoM yKcycHOM Ki/icnoTbi flo pH 4,0-4,2, 
CMeLUMBaHum b cooTHOLueHMM 1:1 c 50% pacTBopoM cepHOKMcnoro aMMOHMH c nocneflyioLMMM 
i4eHTpnc|3yrMpoBaHMeM, normoro pacTBopeHMfl nonyMeHHoro ocaflKa b 10 mM TPI/IC - HCL 
6y4)epe, npi/i pH - 8,0-8,2, nnoc(3MnM3aLiMii, noBTopHoro pacTBopeHMfl nonyneHHoro MaTepwana 
b 10 mM TPI/IC - HCL Sycfcepe, nponycKam/m pacTBopa Mepe3 xpoMaTorpacjDMHecKyK) KonoHKy m 
niioc|DMjiM3aLiiiM cjDpaKLiiifl), npui 3tom npui LieHTpMcfDyrnpoBaHMM noflflep>KMBaK)T TeiwnepaTypy 
o6pa6aTbiBaeMbix MaTepwanoB ot 0 ao -4°C. 

rionyMeHHbiui nocne nocneflHePi nnoc}DMnM3aL\Mi/i MaTepuian BHOBb noriHocTbio pacTBopaioT b 
TPI/IC-HCL 6yct>epe u\ nponycKaiOT 4epe3 >KMflKOCTHbiM xpoMaTorpacf) BbicoKoro rsbhshmr b 
rpafluieHTe MeTaHona 5-55%, Bbiflerma M3 nonyMaeMbix noflcftpaKLiMM KOMnoHeHTbi c 
MMMyHOCTMMynnpyioLi^MMM i/i MHrn6npyK)LHMMM CBOMCTBaMM, nocne Mero cyMMapHbie 4)paKi_iMM 
pa3AenbHo nnoc|DMjiM3yK)T. 

Bbixofl Beu^ecTBa 5-om cf)paKi_inn cocTaBnaeT 280 Mr Ha 1 Kr cbipb*. H e^ocTaTKo m cnoco6a 
npoTOTMna flBnaeTCJi Hani/mi/ie onepai^MM, npuBOflnmux k 3HaMMTenbHOM ncrrepe Beu^ecTBa n 
cooTBeTCTBeHHo HM3KOMy BbixoAy npo^yicra, KpoMe 3Toro npuMeHeHuie ai_ieTOHa, MeTaHona m 
coneBbix TPI/IC 6ycj3epoB He no3BonaeT ncnonb30BaTb m m My hoctm Mynjrrop b napeHTeparibHOM 
Tepanwui 6oribHbix [IHaTeHT Pd> 2149006, A 61 K 35/26, ony6n. 2000,05,20]. 

3aflaMa, pewaeMaa HacTOfliUMM M3o6peTeHMeM - noBbiLueHuie Bbixo^a mm My hoctm MynflTopa c 
BbicoKoPi SMonorMMecKOM aKTMBHocTbK), pacLUMpeHMe ccfiepbi ero npwMeHeHwq m ynpou^eHne 
npoi-iecca. 

riocTaBjieHHan 3afla4a pewaeTCfl TeM, mto b cnoco6e nonyMeHMfl n m m y h oct m m yn ato pa 1/13 
bmjiomkobom >Kene3bi TJoneHq, BKnioMaioLneM no^roTOBKy KneTOMHOM Maccbi nyTeM M3MenbMeHM^, 
ro m ore hm 3a 141/1 m cbipbq m nocneAyiOLneM fle3MHTerpai_^MM KneTOK yribTpa3ByKOM, 
i_jeHTpMcf)yrM poBaHMe, o6pa6oTKy nonyMeHHOM HaflocaflOMHOM >kmakoctm cepHOKMcn biM 
aMMOHweM, noBTopHoe i4eHTpMc|DyrM poBaHMe, nonyneHHbiM npM otom cynepHaTaHT noAKMcnaioT 
AO pH 4-4,2, flanee L^eHTpMcfDyrMpyjoT, o6pa30BaBLUMMcn ocaflOK pacTBopaiOT m pacTBop 
noflBepraioT xpoM aTorpacjDM poBaH m \o c nocneayiomeM JiMoc()MnM3aL4MeM cyMMapHbix ct>paKi4MM 
npoflyicra, npw stom npoijecc BeflyT npM 4-5°C, a b KanecTBe cbipbfl Mcnonb3yioT BMnoHKOByK) 
>Kene3y TK)neHfl 1-2 MecfiMHoro B03pacTa, cbipbse roMoreHM3MpyK)T b flMCTunriMpoBaHHOM Boqe b 
TeneHMe 5-6 mmh npM 8000 o6/mmh roMoreHM3aTopa. 06pa6oTKy ce pH okm cn bi m aMMOHMeM BeflyT 
M3 pacMeTa 1:3-3,5 no o6"beMy flo 50% HacbimeHi/m, cynepHaTaHT noflKMcnnroT nponycKaHMeM 
yrneKMcnoro ra3a, a ocaflOK nocne noflKMcneHMq m LjeHTpMcjDyrMpoBaHMJi pacTBopniOT b 
AMCTMnriMpoBaHHOM BOfle flo Hacbiu^eHHoro cocTonHMn pacTBopa, nocneflHi/iM nponycKaroT Mepe3 
xpoMaTorpac(DMMecKyK) KonoHKy c cec(DafleKcoM G-50, ypaBHOBemeHHyK) flMCTMnnMpoBaHHOM 
BOflow, npM otom Bee onepai^MM qeHTpMcjDyrMpoBaHMq BeflyT b TeneHMe He 6onee 15 mmh npM 
3000 o6/mmh. 

CnocoS nonyMeHMfl m m MyHocTM MyruiTopa «TMM03MHa T» mo>kho npeflCTaBMTb crieflyKDLUMMM 
CTa^M^MM: 

1. TpySafi nepepa6oTKa cbipbn. 

2. flo6asneHMe k 6MOMacce AncTMnriMpoBaHHOM BOflbi. 

3. roMoreHM3ai_^Mq 6i/ioMaccbi. 

4. YribTpa3ByKOBafi fle3MHTerpaqMq KneTOK. 

5. L_leHTpMc|3yrM poBaHMe flnn yAaneHMn ocTaBLUMxc^i bojiokoh TKaHM. 

6. Hacbiu^eHMe pacTBopa SeriKOB cepHOKMcribiM 3mmohi/I6m flo 50%. 

7. L4eHTpMc(DyrMpoBaHMe flnn yflaneHMfl cfjrioTMpyjoLiiMx b coneBOM nnoTHocTM >km pa m 
riMnonpoTeMflOB. 

8. rioAKMcneHMe pacTBopa 6eriKOB ymeKMcribiM ra30M qo pH 4,0. 
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9. L4eHTpnct>yrMpoBaHMe arm nonyneHum ocaAKa nonnnenTMflOB. 

10. PacTBopewie ocaflKa nonfinemnflOB b BOfle flo Hacbi meHHoro cocTOflHi/m 

11. XpoMaTorpact>MHecKoe BbifleneHMe «Ti/iM03i/ma T». 

12. KOHTpOJlb aKTMBHOCTM M M MyHOCTM MyjIflTOpa. 

13. 0mibTpai4Mfl,cTepmiM3aLiMfl m nwoc|3MnLi3aLii/m npenapaTa. 
CTaflMM c 1 no 11 npoBOflflTca npw TeMnepaType He Bbime +4°C. 
M3o6peTeHne i/inmocTpi/ipyeTCfl c|3Mr.1-5. 

Ha 4)nr.1 - TunHHHan xpoMOTorpaMMa BbifleneHi/m «TMM03MHa T». 

Ha c|3Mr.2 noKa3aHO aewcTBi/ie «TnM03MHa T» Ha i^MTOTOKCMHecKyio aicn/iBHOCTb 
MOHOHyioieapHbix KneTOK nepnc(3epMHecKOM kpobm 3flopoBbix flOHopoB kjimhhm onyxoneBbix 
KneTOK K562. 

Ha c|3Mr.3 noKa3aHo Bni/mHMe «TnM03MHa T» Ha nponwctDepaTi/iBHyK) aKTMBHOCTb 

MOHOHyKJieapHblX KneTOK 3flOpOBblX flOHOpOB. 

Ha dpurA noKa3aHo Bni/mHMe «TnM03MHa T» Ha MMToreHe3 MOHOHyioieapHbix KneTOK 

3flOpOBblX flOHOpOB. 

Ha ctwr.S npeflCTaBfieH MHfleKC ctm Myri £1141/11/1 MHToreHe3a «Tmmo3mhom T». 
npMMep 

BmioHKOBbie >Kene3bi TioneHei/i 1-2 MecanHoro B03pacTa b KonnHecTBe 1 Kr nponycKanw nepe3 
aneKTpoMflcopySKy. nonyneHHyio 6noMaccy CMeLUMBanw c 3 n flMCTMjiniipoBaHHOM BOflbi m 
noMemani/i b roMoreHM3aTop Ha 5 mmh npn 8000 o6/mmh. nocne aToro npoBOflnnn 
fle3MHTerpai4MK) (flpo6neHne) KneTOK, nopi-iumMi/i no 100 mji, KOTopbie oxna>KflaiOTCfl bo BpeMfl 
npouecca fle3MHTerpai4nn Ha neflflHoii 6aHe, noflflep>KiiBafl TeMnepaTypy 0°C. fle3MHTerpai4MK) 
npoBOAnnui Ha yribTpa3ByKOBOM ycTaHOBKe npi/i MaKcuManbHoui ee mou^hoctm no 120 c b pe>Ki/iMe 
100 c B03AewcTBMq m 20 c nepepbiBa Ana npeflynpe>KfleHMq HarpeBa Si/iois/iaccbi, 3aTew 
npoBOflnnui i^eHTpuctDyrMpoBaHne npui 3000 o6/mmh 15 mmh npi/i +4°C, ocaflOK 1/13 ocTaTKOB 
BonoKOH coeflMHMTeribHOM TKaHM oT6pacbiBajin m nonyHani/i HaflocaqoMHyK) >KMflKocTb (HO>K) 1-io 
ctipaKi^Mio. 

K HO>K flo6aBnnnn cyxow cepHOKi/icnbiw smmohmm flo 50% HacbimeHi/m 1/13 pacneTa 313 r Ha 1 
n HO>K m BHOBb npoBOflMfiM L^eHTpMcjDyrMpoBaHMe npi/i Tex >Ke napaivieTpax, m nocne yaaneHum 
cfenoTi/ipyioLni/ix b coneBoti nnoTHocTM >Knpa 1/1 nwnonpoTeuiflOB, nonyHani/i 2-\o cftpaKL^Mio. PacTBop 
nonuinenTHflOB noflKuicrmnui nyTeM nponycKaHi/m Mepe3 pacTBop nonnnenTHflOB yrneKuicnoro 
ra3a, flo pH=4,0-4,2, c nocneAyiOLUMM oTfleneHMeM ocaflKa nonumenTuiflOB 
L^eHTpMctDyrMpoBaHneM, nonyManui 3-kd ctDpaKi^uiK). 

OcaflOK pacTBopyinM b flkiciwini/ipoBaHHOM BOfle flo Hacbiu^eHHoro cocTOHHi/in. PacTBop 
nonuinenTMflOB noflBepranui xpoMaTorpac|Di/ipoBaHi/iio (cfn/ir.1) Ha KonoHKe c cect>afleKcoM G-50 
ypaBHOBenieHHOM fli/icTwnnwpoBaHHOM boaom, npn ckopoctm 8 mji / 15 mmh. XpoMaTorpaMMa 
6bina Bcerfla npeqcTaBneHa flByMq ni/iKaMi/i: 1 nuiK 6annacTHbie 6enKi/i, 2 ni/iK Bbixofli/in b 30He 
pn6oHyi<nea3bi (Macca 13700 fl) sto 4-a ctDpaKLjufl, npeflCTaBnaiOLni/iM co6om «Tmmo3mh T». 

PacTBop «TnM03MHa T» (4-fl cjDpaKL^Mq) b KOHL^eHTpai^MM 1 Mr/Mn nponycKann b cTepwnbHbix 
ycnoBMflx Mepe3 cfDMnbTp, pa3nuiBann b cTepuinbHbie c(3naKOHbi no 1 win m noflBepranw 
nnoctDuinMsaLiMM, 3aKpbmann cTepnnbHbiMM npoSKaMM cfliopaneBbiM KonnaMKOM. (d>nnbTpaMnyi - 
CTepnnn3aL^nq npoBOAnnacb Mepe3 cfn/inbTp Cellulose Acetate 0,2 mkm 4)npMbi Sartorius W 
Germany. OnaKOHbi c pacTBopoM TuiM03MHa 3aMopa>Ki/iBani/i b >kmakom a30Te, noMeu^anw b Kon6y 
nnoc|DMnbHOM cyLUKM i/i npoBOfli/inui nnoct)MnM3ai4MK) npn -50°C m BaKyyMe 10 mkm Hg. 

Bbixofl BeujecTBa 4-om cfDpaKi^MM (TnM03MHa), nocne xpoMaTorpacfDMM, no npe^naraeMOMy 
cnoco6y cocTaBn^eT 1000 Mr Ha 1 Kr cbipbn. 

Ha c|DMr.2 npeflCTasneHa fliiarpaMMa B03fleMCTBi/m «TnM03MHa T» m m m MyHOCTM MynflTopa, 
nonyneHHoro no cnoco6y npoTOTuna «Tmmo3mh P» Ha i^uiTOTOKciiMecKyK) aKTMBHOCTb 
MOHOHyioieapHbix KneTOK 3flopoBbix flOHopos k nuiHHM onyxoneBbix icneTOK K562, r^e BMfleH 
npuMepHo oflMHaKOBbiM A03a3aBMCMMbiM 3cf)cfDeKT, a npM koh 140 ht pa L41/1 m BemecTBa 100 MKr/Mn 
sc|Dc|DeKT Hamero npenapaTa BbiLue, MeM y npoTOTwna. 

Ha cf)uir.3 bmaho, mto BnuiflHuie «TnM03MHa T» m npenapaTa npoTOTwna «TnM03MHa P» b fl03ax 
ot 1 MKr/Mn flo 100 MKr/Mn Ha nponi/icfjepaTMBHyio aKTMBHOCTb MOHOHyKneapHbix KneTOK 
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3flOpOBblX flOHOpOB B CpeflHeM OflMHaKOBO. 

Ha c|DMr.4 m 5 noKa3aHO Bnn^Hiie «TMM03MHa T» m npenapaTa npoTOTfina «TnM03MHa P» Ha 
MMToreHe3 m MHfleKc CTMMynfli4nn MMToreHe3a MOHOHyKneapHbix KneTOK 3AopoBbix flOHopoB, rfle 
BMflHo, hto b fl03e 100 MKr/Mn 3c|Dct)eKT HaLuero npenapaTa npeBocxoflMT AewcTBwe npoTOTMna. 

TaioKe b Ta6ni/iuax 1-3 npeflCTaBneHbi aaHHbie no acbcbeicn/iBHocTui AeficTBi/m «TkiM03MHa T ». 



Ta6nima 1 

fleMCTBUe «THM03MHa T» Ha miTOTOKCMHeCKyiO aKTMBHOCTb MOHOHyKneapHbix KT16T0K 3flOpOBblX flOHOpOB K riMHMLI OnyXOneBblX KTieTOK K562. 



KoHL\eHTpai4nq npenapaTa 



100 



10 



0,1 



0,01 



ypOBeHb L^liTO TOKCMHHOCTH % 



TMM03MH T 



91,0±5,2* 



73 



82 



30 



TMM03I1H P 



82,2±5,3* 



83 



83 



82 



27 



24,4+3,97 



Ta6nima 2 

BjlMflHMe «THM03HHa T» Ha npOJ1MCj3epaTMBHyiO aKTMBHOCTb H MMTOreHe3 MOHOHyKJieapHblX KJieTOK 3fl0p0BblX flOHOpOB». (Nq15) 



npenapaT 


KoHL4eHipaL\nq 


BnacTHbie cfcopMbi, y.e. 


HHfleKC CTMMynJmMM 


KOHTpOJlb 




0,095±0,02 




TMM03MH T 


100 


0,773 


8,1 




10 


0,595 


6,2 




1 


0,5 


5,3 




0,1 


0,571 


6,0 


TMM03MH P 


100 


0,7 


7,8 




10 


0,765 


8,0 




1 


0,462 


4,9 




0,1 


0,529 


5,6 



Ta6nnL^a 3 

BniiflHkie «TnM03MHa T» Ha nponwcpepaTMBhyio aKTMBHOCTb MOHOHyKneapHbix KneTOK 3,qopOBbix aohopob 


npenapaT 


KoHL\eHTpaL\nq 


BnacTHbie cjDOpMbi, y.e. 


>Kn3Hecnoco6Hbie icneTKH 


KOHTpOJlb 




3,4+0,7 


98,0+0,5 


TMM03MH T 


100 


97,5±5,2* 


98,0 


10 


98 


97 


1 


97 


97 


0,1 


32,2 


98 


TMM03MH P 


100 


98,5 


97 


10 


100 


98 


1 


100 


98 


0,1 


85 


97 



KaK cneflyeT 1/13 pe3ynbTaTOB TecTOBbix ncnbiTaHi/iw n m My hoctui Myn jrrop, noriyMeHHbM no 
npeflnaraeMOMy cnoco6y, o6naAaeT 6onee BbicoKoui aicn>iBHocTbK) c fl03a3aBMCMMbiM 
3c(3c(3eKTOM, Mewi npenapaT, BbifleneHHbiui no cnoco6y-npoTOTnny. 

TaKMM o6pa30M, npeflnaraeMbiM cnoco6 no cpaBHeHi/iK) c M3BecTHbiM, 3a oieT ui3MeHeHi/m 
TexHonorumecKoui i^enoMKn, no3BormeT BbiAermTb j\o 1000 Mr m m My hoctm Mynsrropa ui3 1 Kr 
cbipbfl (npui 280 Mr no cnoco6y-npoTOTnny) c 6onee BbicoKOM 6nonornMecKOM aKTMBHocTbio. B 
pe3ynbTaTe i/icKnK)MeHi/m H3 cnoco6a nonyMeHum «TnM03MHa T» opraHumecKi/ix pacTBopi/iTerew 
ai^eTOHa, MeTaHona i/i TPHC coneBbix SycfcepHbix pacTBopoB bo3mo>kho ncnonb30BaHne 
«TnM03MHa T» b napeHTeparibHOM neMeHMM 6onbHbix. 

cbopMyna M3o6peTeHi/m 
1. Cnoco6 nonyMeHnq i/i m m y h oct m m yn ato pa M3 bmjiomkobom >Kene3bi TK>neHq, BKjiK)MaK)LL^MM 
noflroTOBKy KneTOMHOM Maccbi nyTeM i/i3MenbMeHum, roMoreHi/i3ai_ii/iui cbipbfl m nocneflyjou^eCi 
fle3MHTerpai4MM KneTOK ynbTpa3ByKOM, L^eHTpMcjDyrM poBaHuie, o6pa6oTKy nonyneHHOM 
h a Aoca aoh h om >kmakoctm cepHOKMCJi biM aMMOHneM, noBTopHoe ueHTpuctDyrnpoBaHne, 
nonyMeHHbiM npi/i stom cynepHaTaHT noAKuicrmKrr j\o pH 4-4,2, flanee i_ieHTpi/ic|3yn/ipyK)T, 
o6pa30BaBLUi/iMCfl ocaflOK pacTBopqioT i/i pacTBop noflBepraioT xpoMaTorpacfjuipoBaHMK) c 
nocneAyK>me£i nnoc|3MnM3ai4MeM c|DpaKi4MM npoflyKTa, npn stom i4eHTpnc})yrM poBaHi/ie BeflyT npn 
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oxna>KfleHMM, oTn\A^a\o\i\\A\AC9\ Tewi, hto b KanecTBe cbipbfl ncnorib3yK)T bhjiohkobyk) >Kene3y 
TK)neHfl 1-2-Mec^HHoro B03pacTa, cbipbe roMoreHM3npyK)T b flMCTMnnnpoBaHHOM Boqe b TeneHne 
5-6 mmh npn 8000 o6/mmh roMoreHM3aTopa, fle3MHTerpai4MK) KneTOK yribTpa3ByKOM npoBOflflT Ha 
ribfly nopLinqMM no 100 mh no 120 c b pe>KMMe 100 c B03fleMCTBMfl m 20 c nepepbiBa, 

s o6pa6oTKy cepHOKMcribiM aMMOHMeM HaflocaflOHHOM >KMflKOCTM BeqyT 1/13 pacneTa 1:3-3,5 no 
o6"beMy flo 50% HacbimeHum, cynepHaTaHT noflKMCJiflKrr nponycKaHneM yrneKucnoro ra3a, a 
ocaflOK nocne noflKiicneHum m i4eHTpnct>yrMpoBaHMfl pacTBopniOT b flMCTminnpoBaHHOM BOfle flo 
Hacbi meHHoro cocTOflHfm pacTBopa, nocrieflHMM nponycKaiOT Mepe3 xpoMaTorpacjDMHecKyK) 
KonoHKy c cecjDafleKcoM G-50, ypaBHOBeiueHHyK) flMCTHjiriMpoBaHHOM boaom, nonyneHHbiw 

10 pacTBop nepefl nnoc|DmiM3ai4MeM noflBepraiOT cfDMnbTpai^MM m cTepmn/i3ai4i/ii/i, npn otom Bee 
onepai4MM i4eHTpnct)yrMpoBaHMfl BeflyT b TeneHne He 6onee 15 mmh npn 3000 o6/mmh, npn 
TeivinepaType He Bbime 4-5°C, a fle3MHTerpai4MK) KneTOK npn 0°C. 

2. Cnoco6 no n.1, oTnunaiOLMMMCfl TeM, hto fle3MHTerpai4MK) KneTOK BeflyT npn MaKCMManbHoPi 

MOLMHOCTM yjlbTpa3ByKOBOM yCTaHOBKM. 
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